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AMENDMENT TO THE DRAWINGS 

Applicants submit herewith a replacement set of formal 
drawings labeled ''replacement sheet" as requested by the Examiner. 

The application was originally filed with 9 sheets of 
informal drawings, Figs. 1-9. Applicants hereby submit 6 sheets 
of replacement formal drawings of the original Figs. 1-9. On 
preparation of formal drawings, Applicants condensed the sheet 
number count from 9 sheets to 6 sheets by placing Figs. 1 and 2, 
Figs. 3 and 4, and Figs. 5 and 6 on 3 sheets instead of 6 separate 
sheets. Applicants hold that combining the Figures onto a lesser 
number of sheets has not compromised the resolution required for 
the drawings, and as no amendment to the content or labeling of 
the drawings has been made, no new matter is presented. 

Applicants respectfully request approval of the enclosed 6 
sheets of replacement formal drawings, Figs. 1-9. 
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REMARKS 

Claims 1-16 are pending in the present application. The 
Examiner has objected to the specification and drawings. Claims 
7-10 are rejected for indef initeness . Claims 1-4, 6, 11, 12, 13- 
16 have been rejected as anticipated by Ondrechen et al . (2001) 
and by Oda et al. (1994) . Claim 5 is further rejected as obvious 
over Ondrechen et al . (2001) in view of Sali (1998) . Amendments to 
the Specification, Drawings and Claims 7-10 are presented herewith 
to address the Examiner's objections and rejections. 

The above amendments are supported by the application as 
filed. Moreover, the above amendments should not be construed as 
acquiescence to any rejections by the Examiner and are provided 
solely to expedite prosecution of the present application. 
Applicants reserve the right to pursue claims 1-16 as originally 
filed. Applicants also respectfully request reconsideration and 
withdrawal of any objections and rejections by the Examiner. 

Priority 

The Examiner has indicated that the disclosure of the prior- 
filed Provisional Application No. 60/415,742 fails to provide 
adequate support or enablement for the claims of the present 
application. Applicants contend with respect, that the Examiner 
has filed to cite prior art published after the claimed priority 
date but before the filing date of the instant application. 
Applicants do not have to respond when the Examiner has failed to 
cite prior art in the identified intervening period. Applicants 
hold that the contest of the priority claim to be moot. 
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Objections to the Specification 

The Examiner has objected to the drawings. Replacement 
formal drawings are enclosed herewith modified to adhere to the 
Examiner' s objections . 

The Examiner has further objected to the presence of embedded 
hyperlinks in the specification. Applicants present amendments to 
the specification herewith in which such hyperlinks are deleted. 

Applicants hold that all objections to the specification have 
been overcome . 

Rejections under §112 

The Examiner has rejected claims 7-10 as being indefinite for 
failing to particularly point out and distinctly claim the subject 
matter which application regards as the invention. Applicants have 
amendment claims 7-10 to depend on claim 6 where sufficient 
antecedent basis for the limitation in claims 7-10 may be found. 
Applicants respectfully hold that this rejection has been 
overcome . 

Rejections under §102 

Claims 1-4, 6, 11, 12, 13-16 have been rejected under 102(a) 
as anticipated by Ondrechen et al. (2001). Applicants submit 
herewith a Declaration under §1.132 affirming that the cited 
reference is the publication of a group of the inventors and is 
not that of "another." Therefore, this rejection has been 
overcome . 

Claim 1 is further rejected under 102(b) as being anticipated 
by Oda et al. (1994) . Applicants contend that Oda et al. provides 
solely the gathering of experimental evidence to understand the 
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mechanism of catalytic action of one enzyme, Ribonuclease HI. 
More specifically, Oda et al. addresses an enzyme whose active 
site is already known and measures the titration curves 
experimentally. Oda et al . then performs calculations of the 
theoretical titration curves and compares them with the 
experimental ones, in order to confirm that they have assigned the 
correct spectra to the correct residues. Oda et al. teaches that 
two of the previously- known catalytic residues have two-step 
(perturbed) titration curves. The Oda reference attributes the 
perturbed titration curves to a strong electrostatic interaction 
between the two residues (AsplO and Asp7 0) and teaches that this 
electrostatic interaction is an important part of the mechanism of 
action of this particular enzyme. 

Applicants contend that Oda et al. does not teach predictive 
computational methodology for enzyme active sites. Furthermore, 
Applicants submit that Oda et al. merely notes that two of the 
active site residues have perturbed titration curves. Oda et al. 
does not teach" that the computed titration curves could be used to 
identify active sites. 

In contrast, Applicants' invention is directed to taking 
theoretically computed titration curves, deriving the perturbed 
ones and then identifying clusters of these perturbed residues in 
physical proximity. Those clusters constitute predictions of 
active sites according to the invention. 

Thus, Applicants submit that the rejection for anticipation 
by Oda et al. has been overcome. 
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Rejections under §103 

The Examiner has rejected Claim 5 as obvious over Ondrechen 
et al. (2001) in view of Sali (1998). Applicants hold that the 
inventor Declaration attached herewith overcomes the primary 
Ondrechen et al. (2001) as a prior art reference. As a result, 
Applicants hold that the primary reference can no longer be 
applied and, as such, the application of the secondary supportive 
reference in support of an obviousness rejection is insufficient. 

Applicants submit that all claims are in condition for 
allowance and such action is requested. 

The Examiner is encouraged to telephone the undersigned 
attorney to discuss any matter that would expedite allowance of 
the present application. 



Respectfully submitted, 



MARY JO ONDRECHEN ET AL. 



By: 




Holliday C. H£ihe, Ph.D. 
Registration k$£y. 34 , 346 
Attorney for Applicant (s) 
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